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Protease inhibitor for treating contact dermatitis, psoriasis, permphigus vulgaris and 
congenital varicella, contains extract of plant of Lathariella and/or Cladonia as active 

ingredient 

Patent Number : JP2001354582 

International patents classification : A61K-03S/82 A6IK-OO7/0O A61K-007/48 A61P-01 7/OOA6IP-OI 7/16 A6IP-043/00 

•Abstract: 

JP2001 354582 A NOVELTY - A protease inhibitor contains extract of plant, such as Lathariella and/or Cladonia as active ingredient. 
DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the following: 

(i) a serine protease inhibitor containing extract of plant, such as Lathariella and/or Cladonia as active ingredient; 

(ii) a plasmin inhibitor containing extract of plant, such as Lathariella and/or Cladonia as active ingredient; 

(iii) a matrix metalloprotease (MMPs) inhibitor containing extract of plant, such as Lathariella and/or Cladonia as active ingredient; 

(iv) a collagenase inhibitor containing extract of plant, such as Lathariella and/or Cladonia as active ingredient; and 

(v) a gelatinase inhibitor containing extract of plant, such as Lathariella and/or Cladonia as active ingredient. 
ACTIVITY - Dermatological; antipsoriatic. 

No test details are given in the source material. 

MECHANISM OF ACTION - Protease inhibitor, serine protease inhibitor; plasmin inhibitor; matrix metalloprotease (MMPs) inhibitor; collagenase 
inhibitor, gelatinase inhibitor (claimed). 

Lethariella cladonioides (50 g) was immersed in ethanol for 1 week at room temperature. The extract was then concentration-dried and dissolved in 
dimethyl sulfoxide. The plasmin inhibitory effect of the extract was then analyzed by fibrin flat plate method at 37 deg. C for 18 hours. The change of 
fibrinogen to fibrin was observed. The result showed the extract was found to have excellent plasmin inhibition rate. 
USE - For treating contact dermatitis, psoriasis, permphigus vulgaris and congenital varicella. 

ADVANTAGE - The protease inhibitor effectively improves rough/dry skin induced by dermatological disorders and improves skin aging. (Dwg.0/0) 
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Derwent Classes : B04 D21 
Compound Numbers : RA00GT-K 
RA00GT-T RA00GT-U 



Others : 

Technology Abstract TECHNOLOGY FOCUS 

BIOLOGY - Preferred Extract: The extract is 
obtained from plant of Lathariella, Lathariella 
cladonioides and/or Cladonia, Cladonia fallax. 
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n * T — tflfcWflJ «:*«-*- So 
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1 ] Lethariella JSWS&fc <fctfC 

i a d o n i am&®>±'otezm*timtitiit-n$-it 

[»#®2] Lethariel la JRfit$):lo<fclFC 
1 a d o n i aRtt*i9*5P*^^«^fc-S*fc 

[|*#«3] Lethariel laltt^iVC 
1 a d o n i aJM*±9 43#a»b»M»lfc-iI*fc 
tt-ffi«±©ttfe*fcW^©»ffl&£#&)&#i: LT£ 

[»*S4] Lethariel UifilftMtltC 
1 a d o n i aMftttJ: 9ft«ft*>e>atfftfcHtt*fc 

-t? (MMP s) Ifi^M, 
[»*55] Lethar iel laJlttifciyc 
1 a d on i aJttt*J:9*«»*»b»tf*lfcHi*fc 

tt-S^±©«te*;fctt*©ttffl1&£^j£#i LT£ 

im&me] L e t h a r i e 1 1 aJS«^)i3j;TJtC 

i a d o n i ammmx <o ttz&frtbmtitiit-mtit 

HOIEU:©*ttll*fcttt«)»ffl*ttSM5»i: LT^ 

[b**«7J Lethariell a *®J 
(Lethariella cladonioides(Nyl.)Krog) &tzfe, CI 
a d o n i a JStife;i s 15^2l (Cladonia fallax Abbaye 

s) -efc.5t*#Jg i ~6 ©wf iiMctsmtom. 

[00 0 1] 

KBIU ^e>(dg¥L<W:, ftSSId^V^T^^ 5 y (PI 
asumin) 5 /— J fl/T9?-'<-— 9~ 

(Pmasminogen activator : PA) /<£if©-fey •yfuf- 

ttt-7h5y^^^?n^of7-^ (Matrix metallo 
proteinases, glTMMPs) <7?fiH4£ffl.£1 - 3-<5' h U 
yn^^o/arr-flBIJII (£1~F\ MMPs) lc 
*»93©^nyr— tfBWllHt. BUS 

[0 0 0 2] 



5 0 rHCfi&*W||?Pl^)ffifr^lct5tt5^^iU 

St, 33**»*«M*> &ji©i*^&jta>ib©*#ra* 

[0 0 0 3] 5fi^»l3fth^MfcJI»*#5«*© 
AJWl«©»ft«fl!*&flS*«lK«W**booJ!>5 0 All 

<?s<—9— (pa) t^ofc-try y^ofr- tr©fiH4 
#£ttg£3fctt£S©tt^fcse«-era\ *•©&& 

*A©«Mfc*tefcHv*PAiStt!WMEi-*ri: (Haus 
tein:Arch. Klin. Exp. Dermatol ;234, 1969) feSPfiSUS 
CiiS»S©i£&i££fflv NT P A Srtt ffl Life fc H p ft& 
(Fraki, HopsuHavu: Arch. Dermatol. Res; 256, 1976) 
fcSJvTV^a. PAIiy7^§V©glKfr'Cfce7'7^ 

b&TFlsltWt&hfoZ) (Kenji kitamura:J. Soc.Cosmet. 
Chem.29(2),1995) . 

[0004] Aj»©*flslc#5aM:» SP*>. f 
^©«S^ h y y ***£#©«'>, * &lcttXK 

[ooo5] ifiwx^Jl*, r©*fl2*W*-r«B-f 

^MMP s©gg^;iSJffl5£;rxTt-0'>5. MMP s Ktt 

-CV^5 (^*S#, fefls*6 8^1 2#, PP179 1- 
1 8 07 (1 9 9 6) )„ -rhll y^^?n/B7- 
•^©"p-Ct, MMP 1 tt, ft)t3»A^ r- y v9W&£ 

^P(Cjai-5MMP2, 9t±XjlEltA^-C*>« 

©3i9^f-v*S:4WH!U $e>ic^ hoA7>f^SI: 
JB-T5MMP3, 1 OttT'DT'jt-i/y^V-^^-ryiVa 

5*5. *©«Stt*^«S©*B^J;')±^<tiJDL, « 
^JftlriSffllia^pV h y ;y**©ia'>£tt©]SH©-o 

^Jt©^y©^^©*#^SB©-o-efc5 

i^ib^TV^ (Gary J.Fisher et al. Nature, 379(2 
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5), 335(1996) ; Gary J.Fisher et al.The New England 
Journal Of Medicine, 337(20), 1419(1997)) . Z<Oji? 

icmmp s m&<om&rtu* <nms&t>\-^ h y ? t * 
[ooo6] tz zak &m<ofo%ikmM\ctt, mm 

%-Sr»?UT, t5yyuf7-f^l*©MMPsC 

10 0 0 7] ±^©j:5^ma(c«E^ *^#e>»4« 

yT'nrT- tffcSVMiMMP s (£*f LdSflUfi 

Kf^fflSrP^fciK*. Lethar iel 1 a 

J:t/C 1 a d o n i aJSttfe^^jcgixfc^^^-t-5 

[0008] 

[IUS€r«?*1-5fc*bW^] -fftfe^leWI*, Le 
thariell a jgHfe*i<fcU t C ladoni aiM 

fetter tr^#1"5 i t Sr#mt 
#fil:i:-f5-v hy y^^^^n/orr- i? (MMP 

S ) pas^««$ti5o 

[0009] *^wic*5v^-c, -try y^Brr- tfiflS 

?uynrT^ (MMPs) ffi*?Rl<OJSffl t Lttt, 

[0 0 10] XZ&WKRI^htlZL e thariell 
aJgffifefeiTJtc ladoni a JB«f&3li^-f *1*>*>5 

nomm t mm 1 1>> bf&&o x ^ a *> 

tl4-ft?lC^$ixTV>5 (*|fc&¥5-2 1 0 8 

$a) „ La>L&ase>, *«iafe©^-efci|#tcL e t h a 

r i e 1 1 a JUS©** HZfC 1 a d o n i a ®mo&± 

Dy/nfr-fafTOJ:^ h y 

Df7-^ (MMPs) B^fflSrWUTV^Srttt^- 

*x\ctobtix*>b-?. *%w%i>m#>xn.mLtzh<o 
xh%o z<D±y yypfr- i.xfT 

y9X*?uzfu7-T-M (MMPs) Pfl^fflttillE 



*(kKit, jifln.fc*i-fmft<> ti/yT'BTT-fffie 

&5VM1MMP s f§tt(cS<5< Sjt^lS^flUffilx^lCJt 
[0 0 11] #389Uc:/BV*e>;rt£Le thariell 

amm®>rt-Q-'i'*if-z?\fcm-fzh<ox-$>z. smc 

L e t h a r i e 1 1 a ««®l(Dtp-efc, (Leth 
ariella cladonioides(Nyl.)Krog) {£12. £ •) frttftft 

[0 0 12] #3SWUJS^e>iv5C a ladonial 

-n!£k±<om<&H.^-r**mcmi-z>i><DX'bZo $e> 

IC. C 1 a d o n i aJSttfeWp-Cfc, (Cladon 
ia fallax Abbayes) £14, it) *>ttffi;ftfc8>;&#g«> 

[0 0 13] (Uthariella cladonioides(Nyl. ) 

Krog) ii. egjii€. u-sr^ sifrt* km^hs wrote 

iro£Iitt, tH«. ikJiu «». »li£«^tc2&< 
Z%, p909, 1996),, 

[0014] &#8UKo^-ctt, *m&m wm&m 
mmm&mfi, SB2#, P 909, 1996) \c\*&.t 

TSG&tim^m&m • &mmm, &¥mm&, p 6 2 

6, 19 7 1))) fC&l^TCladonia fallax Abbayes t 

ssoT»$^ wm±&m (ff 

±«^^ft«U«gtt, p 1 3 9 5, 1 9 7 7))), 

«Rlfc, Tffi, ^-iiR, p 3 9 2, 1 9 9 6))) &£Xf 

p 1 9 1, 1982))) li*3V^-Cfe^iCCladonia falla 
x Abbayes tBMZtlXZ It. ^rro^ttfTiEStl 
t£ tf ilt£t£ 5) t£ I \ J r <D d t b , Cladonia f al lax 
Abbayes (IMall) Lethariella cladonioides(Ny 
l.)Krog (&*«IJ) ttt^fe-CfcSi^^-f^X^t 

[0015] Lethar iel la JSttfe^fcHC 1 
a d o n i aJgJgW*. ^-Ct^L^t^t 

[0 0 16] ±IB«^ttWfe^fe{-J:IP#Srir^ 

/uiLX'r/u, 1, /i^o^wsn 
*n^ii^k*v^ri»*^fe*T«v^6r4 3»-c 
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iBK&tttHfel*, tfftfciry i^n^T 

— l?lfigfftB*i £1^ h 9 y * * ^ * n fr- tf 

(mmps) m&ftm&G-tZo 

[0 0 17] ft*5, *%mzMt>5±V V7°u^T-V 

— -tf, h y ^i/V. ^5^.^— 

[0 0 18] *»W«Xt**fcMt*Otta*ML. 
94-f\, IIl37-y^Sr^-T5MMP lfcit/* 
:/IV=i9— yvSr^AM" 5MMP 3i5<fctfMMP 9<D 

14, ±fEMMPslC#LTf£#Lf£ffl£^TU ^JxbOft 

•5. .toT, *3B93©-r by ■9 9**9v?v?T— V 
(MMPs) ISgffltt, 3 7yt-fEfi*J±^7 

[0019] **wo^»yr— ifiawatt, -ty 

Df7- tffcSVIi^ h y y^^^^nT'ofT- € 
(MMPs) ^lc^<0l5IUi«ttBA«, «ftRFJh 

tt, fflktok ItO. 00001-1 

0. 0fi*%, #£L<I40. 000 1~5. 0fi4% 

-cfcs, o. o o o o ifis%j*cS&-efe5t, *&mx 

k>5«*#+»K«i**vf» 10. 0«J;%&S;t5 
£JMflS#*U^>-C#£L<4v\, 5. Oil 

[0 0 2 0] «ffl<97"nf7- 

[0 0 2 1] £<b(-> ni^hgf-^- h y pA, jc^hK 

H-^-hy^A, ^xytthy ?a, #yy^gh>-hy 
?a, *;?y ^sw-hy *a, ^avB, yy^sHf 



^A^h-*, ^y^y 

[0 0 2 2] *JWl*ftJf*JBSICfliV>**g\ 

uw#<n v-fvam. mmm$f. ttm&mn-m 

[0 0 2 3] 

ffltt<0t!)V7'nf7-fB«^ ) MMPsBSFf^ffl 

[0 0 2 4] 1. ■fcD^nyr-^RWWBWfcfcJ: 

(l) K^ofSia 
^*JSlJ (Lethariella cladonioides (Nyl. )Krog) 5 0 g 

(Sfift) hireling, sm*<n**s-Mz&m 

HJWfcSr^^^^ + ^K (DM SO) |^*U 
3%, 0. 3%, 0. 0 3%XtJ0. 0 0 3%mWi&ffl 
IU, rtlbSrfflVT-fey V^n^T— St L-T«PP> 

[00 25] (2) V|a*f^ffl©aiS 
7-fyy^JF««6K-Cia** (%) «r*«>fc. 
i. o%©7'7^$/-y>'i^*7^yy J-fV*^ 

tt^-ai — >\4&W8L (0. 1 2 5mo 1 /L-Na OH 
£-£tf2 5mmo 1 /L/VHf^— hV 17 A*gf 
ffi, pH7. 4) 6mL§r9 cm#->-V- HiSf, * 

1. Omol/L-CaCl 2 «rO. 2mLt2S 
U/mL©hnytyo. 1 mLSrJDx.T#/0»(C^ 

mk-rZ^k\c£oX&f8.ZMt¥-®.±^ 5U/mL 

^7^5>ttw^Sr2 9 : i©«6-eja«-ufca 

^•feSr, 3 7 < C-C10^W«i&Lfc^2 0ML^U 
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£U TIE05S; (1) icto^^^via^Sr** 

(%) = (i-m&im<oi§toFiwm/*im<o®timmm)) xioo 

- (i) 

[00 27] (3) =.7*9— m<&ftft<OW%. 

«Troii»)ff-3fc. K^mmmmt lx, o. i 

M HE PES, 0. SMNaCl (pK7. 4) 
V>"Cffofco X7^^-fSfftLT, Methoxy-succi 
ny 1 — alanyl — alanyl — prolyl — val ine— p— nitroani 1 i 
de (BACHEMFEINCHEMIKALIEN AG) 8 OmMtd/fcSJ: 
pirDMSOICjgtffU 2 0(»M^aUftS!«ff 
(-8 0t) Lfc. ffiffl^FlCtt, 5j&flMH0rc> 8mM 

lefts <fc5Kft#L-c<£fflUfc. x5^^>- tfiitha 

ifojfc* 3fctf>:r 5 * * — £ (ELASTIN PRODUCT CO. , INC. ) 

JgfifU 10m l-3o#aLLT«tt«{S# (-8 0t) L 

B*sp(%)= {1- <IMF*ft#«ET/IMF4fc4U I xioo 



$ Vf&g«M8£W-f5i:fcif>ix-C^'5lF*n (Punica g 
ranatum) (D^M<0=9 J— A-J4ffl$)U:o^-Cfcl^fiB<D 

[0026] 



iC^L-T^Lfc. 9 6:ft7V-h (CORNING 2586 
0) IC, -t4x-etu> 8mM©X7^^-fSgJ:2 5M 
l-3o#au Se>!:5 0^ icoiia^&syniLfc., 9: 

(C, *±-e5 <i g/m 1 (D^7*? — 1?£2 5 m 1*DX 

■c, a:*>fc3 7tf2 o^ra-i'vdfa.^— -> 3 ^tfc. 
*<d&. 4 1 5 nm-cK^a^aa^Lfc,, fcfc*u as 

^I4^T«>S; (2) let*. 1 
Jtfc&S. i: LT* 7 * 9 — tffflSJif ttofc 5 r t fcft 

[0 0 2 8] 



[0 0 2 9] (4) h U ^yffiSfPfflwail^ 

L©y ysag®fff{chy7 p v'^2 0/i g*s^u 

IC6. 0%<D#-t>WV«r-£tf 0. lMUygSg»ffi(p 
H7. 4) £0. 9mLt, St)p(-^0. lmLSrflO*. 

oRK3mLSr^iDLT^iaiCl^M*SU 3, 5 0 
0 r pm-Cl 55>M^L>LfcS. * 0±gWK£> 2 8 0 n 
mOK3tS«raSj£Lfc„ fc*5, «±(O^SrT e s t 

(t) . vvy's^ommomfr* ^asiiog 

pags^ (%) = { 1 - (T-C) /(S-B) } X 1 0 0 

[£1] 

[00 3 1] 



(2) 

le£x.fct><D£rC o n t r o 1 (C) , «»f*|S|.©ftfc> 
•JlCDMSOSrj^raLfcfcroSrS t a n d a r d 
(S) . Standat d <0 h U TWgyjIKDllBrt: £ h 
U^nnRg?©^(c3E^fcfc(DSrB 1 a nk (B) t 
U TEWS: (3) JciO HJ7"i/yi«i??:*)()fc 0 
*t*££ 1 K^-f . Jt^fotUTlF^n (Punica 

granatum) <£>:£||<£>.x* / -/W-atbigjiCOV^fcifa 

[0 0 3 0] 



(3) 



(%) 





0.1 


76.8 


95.2 


71.8 




0.01 


17. 1 


78.7 


31.9 




0. 001 


12.5 


40.8 


9.7 




0. 0001 


9.7 


21.3 






0. 1 


28.0 




12.9 




0.01 


10.9 




4.9 




0. 1 




76.5 






0.01 




24.6 
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10 0 3 3] 2. MMP sH#f^ffl»Wki3J:tK*ote* 

(i) im*>wm 

&*J8H (Lethariella cladonioides(Nyl. )Krog) 5 0 g 

[00 34] MEfcttir^t^ivffla?^-*, I 

«4%&i£<!: U 9J3tfflS«« (0. 4M Na C 1 , 
lOmM CaCl 2 Sr^&pH7. 4O0. lMhU 

*) r0f^»ft^*«bfc (s*%-c*^) o m^itm 

mteVX-tSlOK hM^MMPl. MMP 3, M 
MP9t$)5 0 »^«^^-CV>/j:^S^^SR 

«2fc«i-. LT, MMP sRSfWflasj; 

<^e>^^TV^5^3fr*fe5^^u>'v ? T^ VESS (E 
DTA) Cov^t), ±|Bi:Rl«0»t»S:fTofco 

[0 0 3 5] 
[*2] 



EDTA 
EDTA 



0. 05 
0. 005 



MMP3 
MMP 3 



Kfl- 


»*(%) 


mm 


*<%) 




0.05 


MMP 9 


70 


4*JNtttH4fe 


0. 005 


MMP 9 


40 


EDTA 


0.05 


MMP 9 


90 


EDTA 


0.005 


MMP 9 


0 




0.01 


MMP 1 


78 




0. 001 


MMP 1 


30 


EDTA 


0. 05 


MMP 1 


89 


EDTA 


0. 005 


MMP 1 


0 


&mmm® 


0. 005 


MMP 3 


95 




0. 0005 


MMP 3 


10 



[0 0 3 6] &2£K)mbfrte£0\^ &*»JJftffl!8j(D 
MMP 9, MMP l*Jj;t/MMP 3B5$g|*tt, tfftfc 
MMP slflfW&^iltV^EDTACMMPg, 
MM P 1 io <fc tfMM P 3 Ptg3b* t P#W±t?foo fc, 

[0 0 3 7] 3. Uttffltt* 

( i ) mmti&m®%mi 

K»il/T, &*»J (Lethariella cladonioides(Nyl. ) 
Krog) (D5 0g (SSJI) fc£fi-?iaiRk 5 5 
0%1, 3-/fl^y^^-/HCg»U 5iSLT# 
fcttffl$£^tf^3K*1-£ V£#&f3©n-^a y 

H'CV'SA^f-*^' V * (Iris germanicaL. ) (# 
BSBB6 2-6 1 9 2 4^&fi&) (D 5 0 J — 

[0 0 3 8] BP*>, £i£fii?itA<Dffl (mfiflt) ©U^ 

m (i 7f&) K-c«*bfc. d&owuuttMioMi 

L<tt2fcW^$tlfc3 0«Srm^h-^/wtU 10 
ttttfc. ffSKl B 2EI. 4aiBW»n— >B^«rtt« 
U WMWlcUfctfoTiHELfc. *«) 

[0039] <is-7])*w£mm> 

2: sat, A£*5F»w» ftm<»#><tii>mtbbti 



5, 

3 
4 
5 



[0 0 4 0] 
[*3] 







Jttfe&l 


it$fcn p n 2 




0.5 










0.5 




^y-try ^ 


1.0 


1.0 


1.0 


i, 3-/fi/^yn-/v 


4.0 


4.0 


4.0 




7.0 


7.0 


7.0 


y ^-^r ^ U ^ (20^/1^) 










0.5 


0.5 


0.5 








a* 
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[004 1] 



[£4] 



1 04 0£ l£ 

2 2 4 5 

3 3 3 4 

4 3 2 0 

5 2 10 



[0 0 4 2] m4fr<b#i>*Z>iiO\C. *»ilfflB->3 



[oo4 3] mnwi 

mm ss% 

^fryyK 5. o 

^fr y/wr/w=— /u 4. o 

^yyo^/V5!)^T-h 18. o 
^'j-feU y^/^fTU vgji^f 1 ^ . 3. o 

^nt'i/y/!)3-^ 1 0. 0 

&&m*fi / -»&tii¥o 0. 0 5 

SFtt*!) 0. 2 

ffiSS&TMSH- h y ?A 0. 0 1 

®mm mm 

m mm 

®& 



OtlCffco (8MB) „ *lSlCiiMB£#e>MCJ!jO;t> 

sot;* 

[0 0 4 4] 



336012 *'J-A 

G8L£) SSX 

Xx7»J>» 2. 0 

*5P7 •1*7*3-* 7. 0 

**9/U> 2. 0 

X9V9> 5. 0 

2-:fr*5 1 *F5 s 5'*7*3-* 6. 0 

•fe**7*a— *x-5 ,> * 3. o 

^>J1r>J>^yXT-7U>Kxxf-^ 2. o 

:/nKv>$fU3-* 5. o 

mem** s-Mtam o. 05 

0. 2 

MBHcaW-hUfrA 0. 0 3 

x?;v/t9<^> 0. 3 

*» as 



JMb*ffV\ -CIS— KfMfcLfc*. <fc<d» 

[0 0 4 5] 



H^/X57^> 5. 0 

syn'j 10.0 

7tU> 1 5. 0 

S6»/t77^> 4 1. 0 

jfu*'J>*y^7U>«xx** 2. 0 
mur^yx-^vy (20%*) 

y*H*>*/?£y*RXX:r* 2. 0 

5t*A/»* 0. 1 

«0 0. 2 

*MNi. 3-zf^u>ifv^~)mmm 0. 1 

MHMcJWMJfA 0. 0 3 

x.f-Wr'O 0. 3 

#» as 
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(ft*) 

tfyttisx-f-w (10^) 
#y zn^Ui/^y =3— /H 5 0 0 



[0 0 4 6] 



2. 5 



1 . 
5. 
1 0. 

2. 
3. 
1 . 
0. 



5 
0 
0 

0 
0 
0 

0 5 



i£4 : ^—^2^-/^941, B.F.Goodrich Chemical company) 



HfcU ?Lft*±<^#*«tf**fe3 0t:4tf»ai"r 

[0 0 4 7] 





£ft*5 




1. 


0 




2. 


0 




2 0. 


0 




1 0. 


0 




5. 


0 


y/nf * ynT&Hrv-i ymxzr-Ji 


4. 


0 









9 



0 
0 
0 
0 

0 1 
3 



mm 



0. 
0. 
0. 



0 2 
0 1 
3 



3ft 

[0 0 4 8] 



Sft% 

10.0 
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* /utf * y tr-/i>tf y -7 - 
(igi&£ : *— sR#— /U940.B.F. 

15 o%^^y-/wttfflfe 

(tt&) -r^>^7KlC*-^-/W9 4 0Sr*9-(C^ 

(5 0^) * W frT;V —jv^—^rjv 

(0 0 4 9] 
(A*) 

^DKI/>ifU3-* 5. 0 
#U4'*5'X?l'> (6 0%M 

WtkVi>ffl 5. 0 

(Bffl) 

*U-7» 5. 0 

BBh37xn-;p o. 2 

X+JIrWO 0. 2 

#» 0. 2 
(Cffl) 

MBMc*^hU«rA 0. 0 3 

#UKr:;k7^3-;v 13. o 

<W7ufc«9 0, S£«2, 0 0 0) 

x?;i^r;pa-;v 7. o 

&mmmi-M 1. o 



15.0 

^yi/ 2 . o 

0. 05 
Goodrich Chemical company) 
0.15 



0. 
0. 
0. 
0. 



1 

0 0 1 
0 1 
3 



3fi 



[0050] 

iry ^Bf7- £flH4*5<fctf^ h y 

f7-^ (MMPs) mc^<«*0AJMUK\ 



(51) Int. CI. 7 

A 6 1 K 7/48 
A 6 1 P 17/00 
17/16 
43/00 



MNE* 



1 1 1 



F I 

A 6 1 K 7/48 
A 6 1 P 17/00 
17/16 
43/00 



111 
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(72) «s «- 

#3SJM»««m»*K«fffl»rio5o»» « 



F*-i*(##) 4C083 AA082 AA111 AA112 AB032 
AB352 AC012 AC022 AC072 
AC092 AC102 AC122 AC182 
AC242 AC352 AC422 AC442 
AC482 AC522 AC582 AD042 
AD092 AD512 AD662 BB51 
CC02 CC05 CC07 DD31 DD41 
EE12 EE13 
4C088 AA17 AC01 CA02 CA05 CA06 
CA07 CA08 CA11 CA14 MA63 
NA14 ZA89 ZB13 ZC20 
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